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REMARKS 

Claims 1-3, 5-8, 16-18, 21-23 were pending for purposes of the instant Office Action. 

Claims 4 and 15 were previously canceled. Claims 9-14 and 19-20 were previously 
canceled without prejudice in response to a Restriction Requirement. Claim 1 is currently 
amended as shown above, without prejudice. Applicants submit that no new matter has been 
added by virtue of this amendment. 

Accordingly, claims 1-3, 5-8, 16-18 and 21 to 23 remain pending. 

Enablement Rejections 

Claims 1 to 3, 5 to 8, 16 to 18, and 21 to 23 were rejected under 35 U.S.C. § 1 12, first 
paragraph, allegedly for lack of enablement for a method for detecting cancer, including 
hepatic cancer. 

As admitted in the Office Action: "A review of the specification discloses support for 
a method for detecting cancer by detecting soluble GPC3 in a test or clinical sample (p.l, first 
paragraph, p.5) See Office Action, page 5, lines 4-5. 

In light of the Examiner's comments and to expedite prosecution of this application, 
claim 1 has been amended without prejudice to recite in relevant part: "A diagnostic method 
for GPC3 protein expressing cancer, said method comprising detecting a soluble GPC3 protein 
level in a test sample selected from the group consisting of blood, serum and plasma, and 
determining whether said detected soluble GPC3 level in the test sample is greater than a 
control level of GPC3 in normal non-cancerous blood, serum or plasma." 

Applicants respectfully direct the Examiner's attention to the definition of "diagnosis" 
and "diagnostic" as found in "Churchill's Medical Dictionary", a copy of the relevant portion 
is attached herewith as Exhibit A, which recites in relevant parts: 

diagnosis: "1. A determination of the nature or identity of a disease, typically based on 

an analysis of signs and symptoms, the patient's medical history, and often on the 

results of laboratory tests." 

Diagnostic: "2. Contributing to or useful in the process of reaching a diagnosis." 
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Applicant note that the recitation of the term "diagnosis" as found in "Churchill's 
Medical Dictionary", a copy of the relevant portion is attached herewith as Exhibit A, further 
states in relevant part: "The use of laboratory findings to establish a diagnosis without 
reference to the subject's history or physical findings." 

Therefore the claim is enabled because a person of ordinary skill in the art would be 
able to measure the GPC3 in a test sample, and determine whether a test sample (blood, serum, 
or plasma) contains "greater levels" of GPC3 than the levels of GPC3 found in a normal 
control, and thereby be enabled to use said results for a diagnostic method for GPC3 protein 
expressing cancer. Support for the foregoing may be found in paragraph [0007] of U.S. Patent 
Publication No. 2006/0014223 of the present specification which recites: "The expression of 
GPC3 protein has also been detected in cancer cell lines other than hepatic cancer cell lines, 
such as lung cancer, colon cancer, mammary cancer, prostate cancer, pancreatic cancer, and 
lymphomas. Hence, GPC3 may possibly be applied to the diagnosis of hepatic cancer as well 
as many other cancers." 

Applicants respectfully submit that one of ordinary skill can determine whether a test 
sample (blood, serum, or plasma) contains "greater levels" of GPC3 than the levels of GPC3 
found in a normal control, and thereby use the results to diagnose GPC3 protein expressing 
cancer, as disclosed in the subject application. 

In view of the foregoing, it is respectfully submitted that the subject claims are 
enabling, and reconsideration and withdrawal of the rejection under 35 USC 1 12, first 
paragraph, is respectfully requested. 

Rejection Under 35 U.S.C. § 112, first paragraph- Written Description 

Claims 1 to 3, 5 to 8, 16 to 18 and 21 to 23 were rejected under 35 U.S.C. § 1 12, first 
paragraph. It is alleged that the specification does not contain a written description of the 
claimed invention of claims 1 to 3, 5 to 8, 16 to 18 and 21 to 23. See Office Action, page 4, 
lines 20-21. 

The Office Action states that: "[t]he limitation of "a method for identifying subjects 
suspected of having cancer" and "a test sample obtained from a subject suspected of having 
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cancer", claimed in claims 1-3, 5-8, 16-18, 21-23 has no clear support in the specification and 
the claims as originally filed." See Office Action, page 5, lines 1-3, 

Applicants respectfully submit that the claim language: "a method for identifying 
subjects suspected of having cancer" and "a test sample obtained from a subject suspected of 
having cancer" is inherently included in the present invention as disclosed in the original 
specification and does not represent new matter. 

However, to expedite the prosecution of the present application, independent claim 1 
has been amended without prejudice in relevant part to delete the phrases: "a method for 
identifying subjects suspected of having cancer" and "a test sample obtained from a subject 
suspected of having cancer". 

As admitted in the Office Action: "A review of the specification discloses support for 
a method for detecting cancer by detecting soluble GPC3 in a test or clinical sample (p.l, first 
paragraph, p.5)." See Office Action, page 5, lines 4-5. 

Claim 1 has been amended without prejudice to recite in relevant part: "A diagnostic 
method for GPC3 protein expressing cancer, said method comprising detecting a soluble 
GPC3 protein level in a test sample selected from the group consisting of blood, serum and 
plasma, and determining whether said detected soluble GPC3 level in the test sample is 
greater than a control level of GPC3 in normal non-cancerous blood, serum or plasma," 

Claims 2 to 3, 5 to 8, 16 to 18 and 21 to 23 depend either directly or indirectly from 
claim 1. 

In view of the foregoing, Applicants respectfully request withdrawal of the rejection to 
independent claim 1 and dependent claims 2- to 3, 5 to 8, 16 to 18 and 21 to 23 under 35 
U.S.C. § 1 12, first paragraph. 
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CONCLUSION 

An early and favorable action on the merits is earnestly solicited. The Examiner is 
respectfully requested to contact the undersigned in the event that a telephonic interview will 
advance the prosecution of this application. 



Respectfully submitted, 

DAVIDSON, DAVIDSON & KAPPEL, LLC 

By: Z^—r^ 



Oleg Ioseleyjeh, Reg. No. 56,963 



Davidson, Davidson & Kappel, LLC 
485 Seventh Avenue, 14 th Floor 
New York, New York 10018 
(212) 736-1940 
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Library of Congress Cataloging^in-Publkation Data 

ChurGhilFs illustrated medical dictionary. 

L Medicine-Dictionaries. L Title: Churchill's medical dictionary. [DNLM: 1 Diaonartes, 
Medical W 13C5632] ^ 
m%im 1989 610'.3'21 89-801 

0-443-08691-5 

© Churchill Livingstone Inc. 198? 

All rights reserved. No part of this publication may be reproduced, stored im retrievtl 
system, or transmitted in any form or by any m^aiis, electronic, mechanic phtocopyini, 
recording, or otherwise, without prior permission of the publisher (Churchill Jvingstote 
Inc., 1560 Broadway, New York, NY 1QD36J. 

n u U ^T^ CGpyrifeht by Neil °- Hard y^ 1989. The color plates have been published in 
the ROCHE LEXICON MEDIZIN. 2nd edition, copyright 1987 by Urban i Schwatz- 
enberg, Munich- Vienna-Baltimore and are used with permission, translatbi by Siefied 
Buchwalter. • 

Distributed in the United Kingdom by Churchill Livingstone, Robert Stevenson Hmse, 
i~3 Baxter's Place, Leith Walk, Edinburgh EH1 3AF, and by associated complies, 
branches, and representatives throughout the world. 

Some^of the words appearing in the Dictionary are proprietary names (trgdemarks even 
though reference to this fact may not always be made in the text. The appearance rfany 
name without designation as a trademark is therefore not to be regarded as m represeitation 
rlghtT Cdlt0rS 0rpUblisher that itis not a trademark m is not lie su^et ppopietary 

€ov?r design by Paul $dpran 
^r^dum^nAsshmmCm Hippelr 

Printed in the United States of America 
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sive doses of adrenal corticosteroids or in association with 
endogenous hypercortisolism (Cushing syndrome). It is char- 
acterized by a moderate requirement for insulin, resistance to 
ketoacidosis, and a relatively low rate of microvascular and 
macrovascular complication. subclinical d. latent 
^iabetes thiazide d. Glucose intolerance produced 
by^tne administration of derivatives of benzene disulfona- 
mide, such as hydrochlorothiazide. The mechanism is not es- 
tablished but may be related to diuretic-mduced hypokaie- 

mia * W&erl d. INSULIN-DEPENriENT DIABETES 

melutus. vasopressin-resistant d. insipidus 

NEPHROGENIC DIABETES INSIPIDUS. Young's d Glu- 

cose intolerance induced experimentally in animals by pro- 
tracted administration of pituitary extract specifically growth 
hormone. Also metahypophysial diabetes 

diabette \^bet/ik\ [diabet(es) + -ic] 1 Of, relating to, 
or affecte^ by diabetes, especially diabetes mellitus. 2 One 
affected by diabetes, especially diabetes mellitus. 

diabetogenic \di^tojen%\ [diabet(es) + o + -genic! 
Causing diabetes. Also diabetogenetic. 

^^^^ n0rm0r ^ Ki « e DIACETYNALORPHINE, 

aiacetyldapsone acedapsonr 

diacetylmorphine heroin. 

diacetyltannic acid acetannin 

diacetynalorp^ine A structural and functional ana- 
logue o| nalorphine, with greater potency. It is used primar- 
of morphine poisoning and addiction. 
Also diacetyhN-allylnormorphine. 

^achoresis \d&kdre*sis\ defecation. 

diaclasis \di.akl3sis\ osteoclasis. 

diaclast \di'9klast\ [dia- + -clast] An instrument used 
to perforate the fetal skull for a craniectomy 

diaconous \dl-ak'iins»\ [dia, + Gk krinfein) to separate 
+ -ousj Of or relating to secretion of a glandular product 

as a homogeneous fluid rather than in the form of globules 

or granules. Gomparc PTYOCRrNOUS. 

diacrisis \dhalc^is\, [Gk did/crisis (from diakrinein to 
distinguish, discriminate, from dia- + krinein to separate, 
choose) determination, decision] diagnosis. 

diacritic \di'okrit'ik\ diagnostic 

diacylglycerol Glycerol acylated on two of its hydroxyl 
groups usually 1,2. Diacylglycerols are intermediates in the 
SSSri (triacyiglyceroIs) ^ of Phospholipids, 

diadermic \di , ^ur'mik\ percutaneous. 

diadoehoeinesia \di.ad^kosine'zhs \ diadgghokihe- 

diadochokinesia Xdi-ad'akokme^ha \ [Gk diadoch(e) 
succession, relay, taking turns + kines(is) movement -f -ia] 
Ifte ability to perform rapid, repetitive, coordinated move- 
ments such as repeated supination and pronation of a hand 
fl for 7 : tf l e ™P[ d Performance of opposite motor fes 
hav^ors. ; Also diadochocinesia, diadochokinesis. Adj. diado- 
chokinetic, diadochocinetic. 

diagnose \di>agnos\ [back-formation from diagnosis] 
lo determine the nature or identity of (a disease), as by an 
analysis of signs and symptoms. 

diagnosis \aT ? gn^sis\ [Gk diagnosis (from diagignoskein 
to distinguish, discnminate, diagnose, from did- apart be- 
tween pi gnosis knowledge, recognition) discernment, 
means of mstmguisbin^ or resolving, diagnosis] {pi diag- , 
* oses) 1 A ^termination of the nature or identity Of a 
disease, typically based on an, anal^s of: signs' and symp- 
toms, the; patient medical history; and often on the results 
^la^prator^ ^ Also diaermsf 2 The art or process of 
m$mx* ^ ^ exclusion Wen, 
of a patients- disease, by eliminating all other 



known possibilities. Also exognosis. clinical d* Tft e 
use of a subject's history, a physical examination, and labo- 
ratory findings to establish a diagnosis. cytologic d 
Diagnosis arrived at by the microscopic study of exfoliated 
cells; differential d; 1 The process of making a at 
agnosis by comparing and analyzing the similarities and dif 
ferences between the signs, symptoms, and other findings 
associated particularly with two or more diseases sharing 
certain characteristics. By this means, similar conditions are 
systematically eliminated from consideration. % A diagno- 
sis made on this basis. Also differentiation. direct d 
Rapid diagnosis made possible by the demonstration of char- 
actenstic morphologic lesions. d. ex juvantibus The 
identification of disease made on the basis of the patients re- 
sponse to treatment. laboratory d. The use of 
laboratory findings to establish a diagnosis without reference 
to tbe subject's history or physical findings. pathologic 
d. Diagnosis arrived at by the observation of gross and mi- 
croscopic findings affecting an organ or tissue. physical 
d * Diagnosis made on the basis of information gained by 
physical examination of the patient. quick-section d 
A diagnosis that is derived from the examination of a frozen 
or cryostat section of diseased tissue. This method is used 
particularly during the course of a surgical operation when 
the surgeon requires guidance before proceding further 
diagnostic Wagnas'tikX [Gk diagnostics able to distin- 
guish, pertaining to diagnosis] 1 Of, for, or relating to di- 
agnosis. 2 Contributing to or useful in the process of 
reaching a diagnosis. For defs. 1 and 2 also diacritic. 
diagnostician \di'agnastish'on\ 1 A practitioner con- 
sidered with respect to the ability to make accurate diag- 
noses; as a good diagnostician. 2 An expert or specialist in 
diagnosis. • 
diagnostics \dr^gnas'tiks\ The medical science con- 
cerned with diagnosis. 

diagram \di'*gram\ A plan or outline that graphically 
represents the structure of an object or illustrates' relation- 
ships^ Berkow d. A diagram of the body surface that 
uses the Berkow scale for estimating the extent of a burn/ It 
is used to calculate the size of a burn as a percentage of to- 
tal body surface. burn d. Any of several diagrams 6f 
the body surface, dividing it into percentages used to calcu- 
late, the size of a burn in terms of percentage of total body 
surface, vector d. A diagram, based on the scalar elec- 
trocardiogram, demonstrating the magnitude, sense, and di- 
rection of the electromotor forces of the heart throughout a 
cardiac cycle, ■ ■ " 

diagrammatic WagramatSkX Based on or consisting of 
a diagram. 

diagraph \di'3graf\ [dia- + -graph] An instrument 
used to record the outline of one or more parts of the body. 

dmkinesis \dT<3kine'sis\ [dia- + kinesis] The last phase 
of prophase I of meiosis, in which chromosome contraction 
reaches its maximum and the tetrad form can be observed. 
Chromosomes show two types of coiling, referred to as ma- 
jor and minor coils. During diakmesis the nucleolus disap- 
• Pfars and the nuclear envelope is disrupted. 

Biakiogiannis {Diakiogiannis* Greek physician, flour- 
ished 2Gth centwjrj See under sign. 

dial / astigmatic d r A pattern of evenly spaced ra- 
dial lines used* defect the presence of ah astigmatic refrac- 
tiye error ^m^m^em^of blackness seen in the Meridian , 
of astigmatic: error. 

dialysance \di*al^ns\ [diaJys(W: 4- -Ance] tie rate of : 
removal of a substanos per unit of difference in the concen* 
trations of the substance in blood aniii in the bath fmid of 
the artificial kidney. 



